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Peter BAUMANN, et al. 
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Unassigned 

1646 

AMENDMENT IN RESPONSE TO 
NOTICE TO COMPLY WITH SEQUENCE RULES 



Commissioner for Patents 
Box SEQUENCE 
Washington, D.C. 20231 

Sir: 

This is a response to the Notice to Cotnply .nailed June 7, 2001. in the above- 
identified application. A response is due on August 7, 2001. Although applicants believe 
that no fees are due. the Commissioner is hereby authorized to credit any overpayment or 
to charge any deficiency to Deposit Account No. 19-0741. Please amend the application as 

follows: 



TN THE SPy<"TFTCATION : 

On page 7, deMe the full paragraph begimnng with "Figure 4B," and repine this 
paragraph w.th the following m accordance with 37 C.F.R. §1.121 . A marked up version 
showing changes is attached: 



FIGURE 4B: Binding of hPotlp to human C-strand (SEQ ID NO: 19) (CCCTAA)3. G- 
f\\ strand (SEQ ID NO: 20) (TTAGGG)5 and duplex (SEQ ID NO: 21, 
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* (CCCTAA)5«(TTAGGG)5. Binding conditions and analysis were as described in FIGURE 
3. 



On page 8, delete the full paragraph beginning with "Figure 6," and replace this 
paragraph with the following in accordance with 37 C.F.R. §1.121. A marked up version 
showing changes is attached: 

FIGURE 6: Inhibition of telomerase activity by Potlp. Telomerase activity is assayed with 
telomeric primer PBoli82 (SEQ ID NO: 22) (TGTGGTGTGTGGGTGTGC) as described in 
Haering et al., Proc. Nat'l Acad. Sci. USA 97: 6367-72, 2000. Unlabeled nucleotides are 
added to a concentration of 100 [iM as follows: lanes a and b, dATP, dCTP and dTTP; 
lanes c and d, ddATP, dCTP and dTTP; lanes e and f, dATP, dCTP and ddTTP. For lanes 
b, d, and f the oligonucleotide was preincubated with a SpPotlp preparation containing full 
length protein and the N-terminal 22 kDa fragment (100 ng/^il). The Potl protein inhibits 
primer extension by telomerase. 

On page 14, delete the entire Table 1, and replace this paragraph with the following in 
accordance with 37 C.F.R. §1.121. A marked up version showing changes is attached: 



TABLE I 

SpPotlp-binding oligonucleotides: 

(SEQ ID NOS 23-25, respectively, in order of appearance) 



Pboli52 


GGT TAG GGT TAG AGG TTA GA 


Pboli53 


GGG TTA GAG GGT TAG AGG T 


Pboli54 


GTT AGA GGT TAG GGT TAG GG 


Pboli86 


TGT GGT GTG TGG GTG TGC GGT T 


PBolillO 


GGT TAG AGG GTT AGA GGT TAG AGG TTA GAG 


PBolill2 


GGT TAG AGG GTT AGA GGT TAG AGG TTA GAG GGT TAG 
GGT TAG G 


PBolil83 


GTG TAA GGA TAT GAT CAT TGG A GGT TAG 


PBolil84 


GGT TAG GGA TAT CAT CAT TGG A ATC TGG 


PBolil85 


GTG TAA GGA TAT GAT GGG TTA CGG TTA C 


PBolil86 


GGT TAG GGT TAG CAT CAT TGG A ATC TGG 
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PBolil87 


CTG 


TAA 


GCA TAT GGT 


TAG 


TCG A 


ATC 


TCG 


PBolil88 


CTG 


TAA 


GC GGT TAG GGT TAG GA 


ATC 


TCG 


PTl 


GGT 


TAG 


AGG TTA GAG 


GTT 


AC 







hPotlp-binding oligonucleotides: 

(SEQ ID NOS 36-38, respectively, in order of appearance) 



PBolil77 



PBolil78 



PBolil79 



"^ir^G^^TA~GGG;TTA GGG TT 



^^~i;^K~GGG"^TTA^GGjrTA_GG^ 



follow.ng .n accordance with37C.F.R. §1.121. An^arked up ver.onshow.gchan^ 
attached: . ■ ■ " 



Specmc spncing variants encompassed by the invention are shown ,n the F^..^ 

The sJon gene, for exantp.e. has two introns, which normally are spi.ced from *e 

ma u e trill. However, in one splicing variant, intron 2 may not he spiiced, so that n 

rrZ e mature transcript <SEQ ID NO: 10). Becanse the intron does not contam a 

rln the splicing variant mKNA gives rise to a somewhat larger po.ypept.de 
top code ^ t p g ^^^^^^ ^ ^^^^^^ ^^^^^^^ 

(compare SEQ ID NO.V ana iij .,..,„„, The resulting peptide has 

protein is truncated as a result of a stop codon w.dtm mtron 1. The resuta g P P 
L secuence: (SEQ ID NO: 39) M G E D V 1 D S L Q L N ELL HAG 
V K I G V R Y Q W 1 Y I C F A N N E K G T Y I S V H. 

Alternatively transiationa, frame shifting may iead to a significantly larger protem product. 
:i:iframesh.«nghasheenohserveainanumher Of proteins in™^^^^ 

nl EMBO J 19: 6230-39, 2000. Polypeptides resulting from 

zr, n:: : — « — • - - - - 

invention. ■ ■ ■ 



Onpage43,del/tethelastMlparagraphbeginningwith"^..../.2-^^ 

^.n.ewith37CFR §1.121. Amarkedupversion 
this paragraph with the following m accordance with 37 C.i^ .K. 9 

showing changes is attached: 
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Example 2: DNA-binding specificity ofSpPotlp. ^^r^TPTA ACO 

C-strand (CGTAACCGTAACCCTGTAACCTGTAACCTGTAACCGTGTAACC) 
(SEQ ID NO: 40) and G-S,rand (GGTTACACGGTTACAGGTTACAGGTTACAG- 
GG^rACGGTTACG, (SEQ ID NO: 28) were . '^P-.abe.ed using T4 po.ynuCeottde 
kinase and v-'^P-ATP. Duplex DNA was generated by annealing e,uimo,ar amout^s o 
radiolabeled C-strand and unlabelled G-stra„d. Binding reactions (10 ,1) were carnal o. 
in 25 ntM HEPES (pH 7.5), 1 ntM EDTA, 50 NaCl, 5% glycerol, an 2.5 .M 
PBolil09 (CCGTAAGCATTTCAITATTGGAATTCGAGCTCGTTTTCGA) (SEQ ID 
NO. 41) as non-specific competitor. Potlp (50 ng) was incubated with the .ndtcated DNA 
substrates (1 ng) for 15 nttn at 20=C. Contp.e.es were analysed by -^^^^l 
flrrough a 4-20% THE gel (Invitrogen) run at 150 V tor 80 n.in. The Potlp-DNA contp.e 
s indicated by an open arrow in HGURE 3A. PIGURB 3B shows the sante e^ern^^ 
except that the added protein (100 ng, contained truncated Potlp as well as ^1. length 

protein. Truncated Potlp-DNA complex is indicated by a clos edarrow. . 

Onpage44and— ngo„topage45,dele<etheenttreparagraph«^^ 
„,e 4-:- and replfce this paragraph with the following in accordance w.th 37 C.F.R. 
§1.121. A marked up version showing changes is attached: 



Example 4: Cloning of the hPOntene. 

Olisos PBolil64T (SEQ ^ NO: 42 

..TCAGATGTTATCTGTCAATCAGAACCTG) and PBoltl94B (SEQ ID NO 4, 
i\Vfl GAACACTGTTTACATCCATAGTGATGTATTGTTCC) were used to ampl.fy a 6,4 bp 
^ Z2 /..on from multiple tissue cDNA panels (Clontech) with Advantage 2 
; Zle mix tn the buffer suppUed by Clontech. Cychng parameters o touc.^w 
PCR were 94=C for 5 s, 68»C for 120 s (32 cycles). The gene encod-ng glyceralde yde 
rr^pnm was used as a positive control for the integrity of the 
phosphate dehydrogenase (GAPDH) was a P 

CDNA sample and was amplified for 26 cycles w,th prtmers '^^^^ 

TCGGAGTCAACGGATTTGGT and (SEQ ID NO: 45) CATGTGGGCCATGAGGTC 



CACCAC. 
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REMARKS 

The — e„.s add SEQ ID NOS to comply wUh 37 C.F.R. 1.821-1.825, and 
,ey do not add ne« matter. Applicants tespect^Uy request entty of the an,endntents and 

examination on the merits. 

TUe Examiner is invited to contact the nndetsigned by telephone if it is Mt that a 
telephone interview would advance me prosecution of the present application. 

Respectfully submitted, 



By 



FOLEY & LARDNER 
Washington Harbour 
3000 K Street, N.W., Suite 500 
Washington, D.C. 20007-5109 
Telephone: (202) 672-5300 
Facsimile: (202)672-5399 



Brian K. Lathrop 
Registration No. 43,470 
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